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AB Title compds . [I; Ar = (substituted) mono- or bicyclic aryl, hetaroaryl; 
Rl = H, alkyl, alkoxy, alkylthio; R2 = (substituted) Ph, naphthyl, 
cycloalkyl; R3 = H, alkyl, alkoxy, alkylthio, alkenyl, alkynyl, haloalkyl, 
cycloalkyl, cycloalkenyl , halo; X = CO, CH(OH), CH2 ] , were prepared for 
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IT 



treatment of e.g. memory loss (no data) . Thus, 3-phenyl-3- 
cyclohexanecarbonylbutan-l-al (preparation given), l-(2- 

methoxyphenyDpiperazine hydrochloride, HOAc, and Na triacetoxyborohydride 
were stirred 3 h in MeOH to give 1- ( 2-methoxyphenyl ) -4- [ 3- 
(cyclohexanecarbonyl) -3-phenylbutyl] piperazine . 
228419-00-9P 228419-04-3P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of arylarylpropylpiperazines as serotonin 5-HT1A antagonists) 
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HCAPLUS COPYRIGHT 2004 ACS on STN 
2002 : 337331 HCAPLUS 
137:78926 

Asymmetric Construction of Quaternary Centers by 
Enantioselective Allylation: Application to the 
Synthesis of the Serotonin Antagonist LY426965 
De nmark, Scott E.; Fu, Jip ing 

Roger Adams "Laboratory, Department of Chemistry, 
University of Illi^is, Urbana, IL, 61801, USA 
Organic Letters ((200, 4(11), 1951-1953 
CODEN: ORLEF7; ISSN: 1523-7060 
American Chemical Society 
Journal 
English 

CAS REACT 137:78926 




* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Serotonin antagonist LY426965 I (R = cyclohexyl) and a related antagonist 
I (R = Ph) are prepared enantioselectively in 6-8 steps from benzaldehyde , 
phenylacetylene, and 1- (2-methoxy) piperazine using the asym. allylation of 
benzaldehyde with allylic trichlorosilane (E)-PhC(Me) :CHCH2SiC13 (II) in 
the presence of bisdipyrrolodiazaphosphole ligand III as the key step. 
Phenylacetylene undergoes addition with zirconocene dichloride and 
trimethylaluminum followed by lithiation and hydroxymethylation to provide 
(E)-PhC(Me) :CHCH20H; chlorination of the allylic ale. with NCS and 
substitution of the chloride with trichlorosilane gives II. In the key 
step, addition of benzaldehyde to a solution of II in the presence of III and 
tetrabutylammonium iodide gives the homoallylic ale. IV in 91% yield, 98% 
de, and 94% er. Hydroboration of IV, selective hydrogenation of the Ph 
moiety alpha to the secondary ale, Swern oxidation of both ales., and 
reductive amination of the aldehyde moiety with l-(2- 

methoxyphenyl) piperazine gives I (R = cyclohexyl). Swern oxidation of IV 
followed by reductive amination of the aldehyde moiety with 
1- (2-methoxyphenyl) piperazine gives I (R = Ph) . The prepns . of I (R = 
cyclohexyl, Ph) illustrate the ability of the asym. Lewis base-catalyzed 
allylation of aldehydes with allylic trichlorosilanes to set quaternary 
carbon centers with good stereoselectivity and to provide f unctionalized 
mols. containing quaternary carbon s tereocenters . 
IT 440369-03-9P 

RL: RCT (Reactant); SPN ( Synthetic preparation ) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(asym. preparation of a serotonin antagonist using the Lewis base-catalyzed 
asym. allylation of aldehydes with allylic trichlorosilanes to set a 
quaternary carbon stereocenter in the key step) 
IT 440369-06-2P 

RL: RCT (Reactant); SPN ( Synthetic preparation ) ; PREP (Preparation); RACT 
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(Reactant or reagent) 

(asym. preparation of the serotonin antagonist LY426965 using the Lewis 
base-catalyzed asym. allylation of aldehydes with allylic 
trichlorosilanes to set a quaternary carbon stereocenter in the key 
step) 

REFERENCE COUNT : 19 THERE ARE 19 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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DATE 
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KE, KG, KP, KR, KZ , LC, 

MN, MW, MX, MZ, NO, NZ, 

TJ, TM, TR, TT, TZ, UA, 

KG, KZ, MD, RU, TJ, TM 

SL, SZ, TZ, UG, ZW, AT, 

IE, IT, LU, MC, NL, PT, 

GW, ML, MR, NE, SN, TD, 

EP 2001-918212 

GB, GR, IT, LI, LU, NL, 
CY, AL, T 

US 2003^2204 4 
US 2000-1^2TT8P 
WO 2001-US5800 
2860; MARPAT 135:272860 
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(CH 2 ) n 



AB A process for the arylation of lactones to form to chiral and achiral 
aryllactones (I) having high enantioselectivity where applicable is 
described. These aryllactones can be used to prepare compds . chiral or 
achiral ketones RlCOC(Ar) ( R) CH2CH2NR2R3 . Thus, oc-(3,4- 
dimethoxyphenyl ) -a-methyl-y-butyrolactone was prepared from 
a-methyl-y-butyrolactone and 1 , 2-dimethoxy-4-bromobenzene in 
the presence of a base [KN(TMS)2] using Pd (OAc) 2/ (R) - (+) -BINAP as the 
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catalyst . 
IT 228419-04-3P 

RL: RCT (Reactant); SPN { Synthetic preparation ) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and condensation reaction with arylpiperazine) 

L4 ANSWER 4 OF 10 HCAPLUS COPYRIGHT 2004 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2001:247332 HCAPLUS 
134:280711 

Preparation of 4- (benzothienyl ) piperidines as 
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Eli Lilly and Company, USA 
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AB 



The title compds . [I; W = (un ) substituted benzothienyl , benzof uranyl ; Y = 
CO, CHOH, CH2, etc.; n = 1-4; R3 = O, OH, hydroxyalkyl , etc.; R4 = 
(un) substituted aryl, heterocyclyl , cycloalkyl ; R5 = (un) substituted aryl, 
heterocyclyl, cycloalkyl; R6a, R6b = H, alkyl] which inhibit the reuptake 
of serotonin and antagonize the serotonin receptor, and therefore are 
useful in alleviating the symptoms caused by withdrawal or partial 
withdrawal from the use of tobacco or of nicotine, and treating 
depression, were prepared and formulated. E.g., a multi-step synthesis of 
II was given . ' , 
228419-04-3P 

RL: RCT (Reactant) ; SPN ( Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of 4- (benzothienyl ) piperidines as serotonin reuptake 

inhibitors) 

5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Eli Lilly and"^omgTan"y, USA 
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Patent 
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HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ , LC, LK, LR, LS , LT, 

LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ , NO, NZ, PL, PT, RO, RU, 
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AB The title compds . [I; X = O, S ; Y = CO, CHOH, CH2, etc.; n = 1-4; Rla, 

Rib, Rlc, R2 = H, F, Cl, etc.; R3 = H, OH, hydroxyalkyl , etc.; R4 = aryl, 

heterocyclyl , cycloalkyl, etc.; R5 = aryl, heterocyclyl , cycloalkyl, etc.; 

R6a, R6b = H, alkyl] which inhibit the reuptake of serotonin, antagonize 

the 5-HTlA receptor and antagonize the 5-HT2A receptor, and therefore are 

useful for alleviating the symptoms caused by withdrawal from the use of 

tobacco or nicotine, and depression, were prepared and formulated. E.g., a 

multi-step synthesis of II was given. < 

IT 228419-04-3P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of benzothienyl-substituted piperidines as serotonin reuptake 
inhibitors ) 

REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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serotonin related systems 
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alkyl] and their pharmaceutically acceptable salts, useful for inhibiting 
the reuptake of serotonin, antagonizing the 5-HTlA receptor and 
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antagonizing the 5-HT2A receptor, and therefore useful in treating 
depression, were prepared and formulated. E.g., a multi-step synthesis of 
tetrahydropyridine II. oxalate, was given. In general, compds . I are 
effective at 1-200 mg/day. 
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AB The title compds . [I; X = O, S, NR, SO, S02; Y - CO, CH(OH), CH2, etc.; n 
- 1-4; R = H, alkyl; Rla, Rib, Rlc, R2 = H, F, Cl, etc.; R3 = H, OH, 
alkyl, etc.; R4 = ( un) subs tituted aryl, heterocyclyl, cycloalkyl; R5 = 
(un) substituted aryl, heterocyclyl, cycloalkyl; R6a, R6b = H, alkyl] which 
inhibit the reuptake of serotonin, antagonize the 5-HT1A receptor and 
antagonize the 5-HT2A receptor, and therefore are useful in the treatment 
of depression, were prepared and formulated. Thus, treatment of 
3- (2-pyridyl ) -4-cyclohexyl-4-keto-butyraldehyde ethylene ketal with 3N HC1 
followed by addition of Na2S04 and 3 , 4-dihydro-3- ( 7- 

benzothiophenyl) pyrrolidine in CH2C12, and then NaBH(OAc)3 afforded 24% 
II. Compds. I are effective, in general, at 1-200 mg/day. 
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AB Aryl piperazine compds . are effective pharmaceuticals for the treatment of 
conditions related to or affected by the serotonin 1A receptor; the 
compds. are particularly effective antagonists at that receptor, and are 
particularly useful for alleviating the symptoms of nicotine and tobacco 
withdrawal. Title compds. such as I (R = Ph, cyclohexyl, cycloheptyl, 
cyclopentyl) were prepared from 1- (2-methoxyphenyl ) piperazine and 
RCOCHPhCH2CHO in 67-95% yields. Among the approx. 5 other compds. 
similarly prepared were 1- ( 2-methoxyphenyl ) -4- [ 3-cyclohexanecarbonyl-3- 

(phenyl) butyl ] piperazine, 1- (2-pyridyl) -4- [ 3-cyclohexanecarbonyl-3- 

(phenyl) butyl] piperazine and 1- (2-ethoxyphenyl ) -4- [ 3-cyclohexanecarbonyl-3- 

( phenyl ) butyl] piperazine . 
IT 228419-00-9P, 3-Benzoyl-3-phenylbutanal 228419-04-3P 
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REFERENCE COUNT: 



THERE ARE 8 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 ANSWER 10 OF 10 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 
CORPORATE SOURCE 

SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 
OTHER SOURCE (S) 
AB 




Maynard, George D. 
Columbus, OH, 

54(21), 5044-53 



HCAPLUS COPYRIGHT 2004 ACS on STN 
1989: 573697 HCAPLUS 
111:173697 
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carbon. Dependence of cyclization efficiency on the 
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Journal 
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CASREACT 111:173697 
The following three reactions have been studied for the purpose of 
comparing their intrinsic ability to generate carbanionic intermediates 
capable of intramol. cyclization: (a) the Haller-Bauer cleavage o ^ketones 
PhCOCMePh(CH2)nCH:CH2 (I; n - 3,4), well as (S)-(+)-I (n = 3) ; (b) the 
base-promoted cleavage of 1 , 1-diarylcarbinols HOCPh2CMePh ( CH2 ) nCH : CH2 
(II), and (c) decarboxylative elimination within the methyllithium adducts 
of carboxylic acids H02CCMePh (CH2 ) nCH : CH2 . The Haller-Bauer process 
proceeds predominantly via carbanion intermediates, which most often 
experience protonation to give PhCHMe ( CH2 ) nCH : CH2 . Cyclization becomes 
possible, however, under certain circumstances and reaches a maximum of 33% 
with NaNH2 in benzene. Using (+)-I (n =3) as a probe, it has been 
possible to ascertain that 56% of the reactive intermediate mols. racemize 
and that only the racemic species generates cyclic product. On the other 
hand, the Cram-type cleavages of II proceed mainly by homolytic cleavage 
to generate the benzophenone radical anion and free-radical intermediate. 
The latter dimerize, capture solvent, and abstract hydrogen to varying 
de^ree^— depending upon counterion and solvent. Finally, reactions of type 
st efficient at effecting intramol. ring closure. 
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RN 228419-00-9 REGISTRY 

CN Benzenebutanal, p-methyl-y-oxo-p-phenyl- (9CI) (CA INDEX 

NAME ) 
OTHER NAMES: 

CN 3-Benzoyl-3-phenylbutanal 
FS 3D CONCORD 
MF . C17 H16 02 
SR CA 

LC STN Files: CA, CAPLUS, USPAT2, US PAT FULL 
DT.CA CAplus document type: Patent 

RL.P Roles from patents: PREP (Preparation); .RACT (Reactant or reagent) 



0 Me 

Ph~ C- C~ CH2-CHO 



Ph 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



2 REFERENCES IN FILE CA (1907 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



REFERENCE 



1: 



140:235756 



REFERENCE 



2: 



131:58847 



JONES \6 / **613798 
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RN 123027-34-9 REGISTRY 

CN Benzenehexanal, 5-methyl-e-oxo-8-phenyl- , (S)- (9CI) 

(CA INDEX NAME) 

FS STEREOSEARCH 

MF C19 H20 02 

SR CA 

LC STN Files: BEILSTEIN* , CA, CAPLUS, CASREACT 



(*File contains numerically searchable property data) 



DT . CA CAplus document type: Journal 

RL.NP Roles from non-patents: PREP (Preparation); RACT (Reactant or reagent) 
Absolute stereochemistry. 



O 




Me Ph 



**PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT** 



1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



REFERENCE 1: 111:173697 



